To investigate the genetic influences underlying the development of sarcoidosis, HLA class II genotyping was performed in Japanese patients with sarcoidosis and healthy controls using the PCR-RFLP method.
The frequencies of both DR52 group antigen-asso ciated alleles (HLA-DRBl* l1, -DRBl*12 and -DRBl*14) and DRBl*08 alleles were higher in the patient group, suggesting that the common, specific amino acid residue on the DRBI molecule of these alleles may determine susceptibility to sarcoidosis.
Alternatively, it is possible that another susceptibility gene, linked to these DRBI alleles, exists within the MHC region. We screened the TNFA, TNFB, HSP70-1 and Hum70t genes around the class III region, as well as the HLA-DMA and -DMB genes in the class II region, for genetic polymorphism in sarcoidosis. None of these genes suggested a susceptibility to sarcoidosis.
These studies support the thesis that one of the major The MHC region, where the genetic loci control ling susceptibility to many diseases have been mapped, is located on the short arm of chromosome
6?
The human MHC is a human HLA complex with a high level genetic polymorphism which regulates
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HLA ASSOCIATION WITH SARCOIDOSIS
Sarcoidosis has been shown to be associated with HLA-B8-DR3, 3 , 4 -DRS 5 and -DR6 6 haplotypes in Caucasians. In Japanese, the association between HLA-DRS2 and sarcoidosis has been confirmed several times. 7 . 8 These previous studies were per formed by conventional serological typing using the lymphocytotoxicity method. To determine the asso ciation between HLA class II alleles and sarcoidosis, we performed PCR-based genotyping for HLA DRB1, -DRB3, -DOA1, -DOB1 and -DPB1 alleles in Japanese patients with histopathologically con firmed sarcoidosis.
The HLA region can be subdivided into the class I and class II gene region. HLA-DP, -DO and -DR gene subregions have been identified in the class II region from the centromere to the telomere. HLA DNA, HLA-DM, LMP, TAP and HLA-DOB genes have also been located between the DP and subregions (Fig. 1) . The class II antigens, HLA DR, -DO and -DP antigens, are encoded by two genes, one encoding the 0' chain (A) and the other the !3 chain (B). HLA-DR is polymorphic only for the !3 chain which is encoded by the DRB1 gene, whereas HLA-DO is polymorphic for both the 0' chain (encoded by the DOA 1 gene) chain and the !3 chain (encoded by the DOB1 gene As shown in Table I 
HLA-DM GENE IN SARCOIDOSIS
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